Abstract
Introduction
Kidney Transplantation (KT) is considered the best treatment for chronic kidney disease (CKD) patients. In addition to the somatic benefits, such as reduced cardiovascular risk and overall mortality, patients also appear to benefit regarding individual health-related quality of life (HRQoL). HRQoL describes the subjective assessment of the impact of disease and its treatment across the physical, psychological and social domains of functioning and well-being [1] . The factors of HRQoL include satisfaction with life and individual happiness, as well as objective assessments of physical and psychological functioning [2] [3] [4] [5] . Psychiatric research has predominantly focused on depressive disorders in non-transplanted CKD patients, in whom increased levels of preexisting depression and/or anxiety symptoms as well as a low level of social support have been found to be associated with decreased HRQoL. Impairments within this complex are simultaneously linked to kidney function, medication and treatment adherence and overall morbidity but differences in cadaveric and living donor kidney-transplanted patients were reported [6] [7] [8] [9] [10] [11] [12] [13] [14] [15] [16] [17] [18] . Prevalence rates of 25% for depressive disorders are reported for CKD patients on dialysis [14] [15] [16] [19] [20] [21] [22] . These numbers are considerably increased compared with those of the general population, in which prevalence rates of 6.9% are typical, and even cancer patients with mean prevalence rates up to 17% [9, 23, 24] .
Much less is known about the prevalence of depression and anxiety and the corresponding associations with HRQoL in transplanted CKD (CKD-T) patients [13, 22, 25] . In KT, mean prevalence rates of depressive diseases of 25% were found, even with a functioning graft [22, 25] . Single studies report extraordinary prevalence rates of up to 70% [23, [26] [27] [28] . Reduced kidney function, as well as a poor quality of life are suggested to be independently associated with an increased risk of mortality or earlier graft loss [11, 12, 22, [29] [30] [31] [32] [33] . Moreover, psychosocial factors, such as non-spousal status or female gender, were identified as risk factors. Unfortunately, these findings are limited because of the sample sizes, missing non-transplanted control groups or the retrospective character of data-analysis [33] [34] [35] . Most studies include both cadaveric and living donor kidney-transplanted patients without a differentiation between both groups. Some studies dealing with the group of living donor kidney-transplanted patients show tendencies of a better psychosocial and HRQoL-related outcome but are limited by small sample sizes or the retrospective design of the analyzes [36] [37] [38] [39] . Furthermore, factors influencing the outcome such as medication regimen or former dialysis treatment are not included in all study protocols [18, 25] .
The association of anxiety symptoms with the clinical course of CKD has received even less attention. Some studies found no elevated levels of anxiety in CKD, whereas other studies identified prevalence rates that ranged from 20-40% [13, 28, 34 ] as compared to rates up to 10% in the general population dependent on sociodemographic and economic influence factors [23] . Importantly, the existence of psychiatric impairments, such as anxiety or depression, is associated with an increased risk of somatic impairment in KT patients [29, 35, [40] [41] [42] [43] [44] [45] [46] .
We have therefore initiated the Psychiatric Impairments in Kidney Transplantation (PI-KT) study to compare two groups of patients with regard to mental status before and after KT applying a cross-sectional design and to investigate potential relations of patient-reported outcomes to sociodemographic or disease-related characteristics in both subgroups. The data analysis investigated the prevalence and extent of anxiety and depression symptoms before and after KT in both groups while also taking into account HRQoL, coping (i.e., way of coping with the disease and impairments caused by it) and resilience, as well as disease-related and sociodemographic characteristics and their associations with mental status. We inferentially compared both groups with respect to differences in coping styles and resilience structures. Other influence factors like parameters of kidney function as well as sociodemographic characteristics were included within the data analysis.
Methods and Participants

Participants
The PI-KT study is a cross-sectional study that includes CKD/pre-KT and CKD-T patients treated in the Department of Nephrology. All CKD-T patients were cadaveric donor-transplanted. The study was approved by the ethics committee of the University of ErlangenNuremberg. All participating patients signed a written informed consent form, which included information regarding the study design and aims. Prevalent CKD/pre-KT patients on the waiting list for kidney transplantation and patients after KT were asked for their participation and data acquisition was performed over a 3-year time period (2010-2013). KT-patients getting their first (immediately after KT), three-month and twelve-month-protocol, also as indicationbiopsies were enrolled. All patients were included at one visit. Those patients who had previously been transplanted and were awaiting a further kidney transplantation or who refused to participate were excluded from the CKD/pre-KT CKD-T comparisons.
Procedure
Seventeen of 269 patients (5.0%) were excluded from the current analysis because of missing data so data of 252 patients (157/95 male/female, 101 (i.e. 40%) CKD/pre-KT and 151 (i.e. 60%) CKD-T) were analyzed (Table 1 ). In the CKD/pre-KT subgroup, there were 79 patients *p-value is equal to or remains below the critical p-value after Bonferroni-Holm adjustment for multiple inferential tests (total number of tests to see whether subgroups are comparable with respect to characteristics was N = 9). # Due to emergency patients with very high creatinine levels, median for creatinine is considerably lower with 2.1 mg/dL. 
Sociodemographic characteristics and parameters of kidney-functioning
The sociodemographic characteristics, such as age, gender, marital status, and educational level, were collected from all patients (Table 1) . Moreover, somatic information on cadavertransplantation, type and duration of dialysis treatment, and laboratory findings, including leucocytes, C-reactive protein (CRP), estimated-glomerular filtration rate (e-GFR) and SerumCreatinine (S-Creatinine), were recorded (Table 1) .
Patient-reported outcomes (PRO) and applied test assessments
To assess the prevalence rates and extent of depressive and/or anxiety symptoms, we used the Hospital Anxiety and Depression Scale (HADS-D/A) [47] ( Table 2 ). The HADS is a validated screening instrument for the presence of depression and anxiety symptoms, which is widely used in hospital settings. It consists of 14 Likert scaled items with two subscales (0-21). Each subscale includes seven items scored on a four-point scale between zero and three. Subscale scores of up to 7 are considered normal, whereas scores of 8-10 are regarded as borderline and set as clinical manifestation. Both scales can be interpreted independently from each other [47] . Short Form 12-Item Health Survey (SF-12)-an indicator of health-related quality of life. The HRQoL concept defines a complex of various domain-like qualities, including physical and psychological functioning, physical, psychological and social domains of functioning and well-being. It includes medical aspects, such as physical functioning (e.g., ability to perform daily activities), mental functioning (e.g., emotional and mental well-being), social functioning (e.g., relationships with others and participation in social activities), and perception of health status, pain, and overall satisfaction with life. Because of its brevity and good performance in clinical use, the SF-12 has become a widespread measure of health status and the corresponding HRQoL [48, 49] . In the final step of the calculation, the 12 items are aggregated into two health summary scales that reflect physical (PCS-12) and mental (MCS-12) components, which range from 0 (worst) to 100 (best). Both summary scales have previously been used to evaluate physical and emotional well-being as important indicators of HRQoL in various samples, including CKD/pre-KT and KT patients [46, 50] .
Resilience is defined as an individual's ability to recover quickly from an illness, which enables the individual to resume his or her original shape or position after being affected by negative psychosocial influence factors [51] [52] [53] . There are defining attributes of resilience, such as rebounding reintegration/high expectancy, self-determination, positive relationships, social support, flexibility, and a sense of humor. These factors provide opportunities of communication and support; thus, they are important in view of their contribution to enhancements in quality of life [54] . The structure of the Resilience Scale (RS) represents two factors referred to as personal competence (RS-C) and acceptance (RS-A) of self and life. Positive correlations with adaptational outcomes (physical health, morale, and life satisfaction) and a negative correlation with depression support the construct validity of the RS. The significant outcomes or consequences of resilience are effective coping, mastery, and positive adaptation. Regardless of the degree of these consequences, their presence is a consistent outcome of the concept of resilience. Effective coping is best described as effectively managing the adversity one faces to function at an optimal level. Mastery is defined as possessing great skill or knowledge; and positive adaptation occurs when an individual is rebounding or recovering from a disruptive or adverse event and the recovery is beneficial or effective [55] [56] [57] [58] . As previously noted, resilience is closely related to the concept of coping and the use of coping styles. Coping, which can be defined as the ability to manage and adjust external stress factors, is also mediated by other factors, such as the extent and severity of illness, treatment requirements, and the interindividual ability to cope and adjust [45, 59] . Coping styles can be broadly classified into two main approaches: problem focused, which involves the management or alteration of the problem with the environment that causes distress, and emotion focused, which involves the regulation of the emotional response to the problem using techniques, such as avoidance and denial. Individuals with a chronic illness often use both approaches, depending on the stressor and individual circumstances [42, 60, 61] . For the assessment of coping structures, the Coping Self-Questionnaire (Freiburger Fragebogen zur Krankheitsverarbeitung, FKV in German) 
Statistical Data Analysis
The data were analyzed using SPSS version 21 (IBM Corp., Armonk, NY). In the initial step of the analysis, we investigated the demographic characteristics of the CKD/pre-and CKD-T patients (Table 1) ; in a subsequent step, we inferentially compared the PRO measures via nonparametric Mann-Whitney-U tests with exact p-values and corresponding effect sizes ( Table 2) . Chi-Square tests were used to compare the recently transplanted patients with the patients transplanted longer ago regarding the HADS-D/A scores. The latter analysis also extended to the prevalence and extent of anxiety and/or depressive symptoms (HADS-D/A) in the pre-KT and CKD-T subgroups. The set of psychological test tools was completed via measures of coping (FKV), resilience (RS) and HRQoL (SF-12), which enabled us to investigate their relations with sociodemographic and disease-related characteristics in both subgroups. Corresponding correlations are expressed as Spearman (r s ) or pointbiserial correlation coefficients (r pb ) ( Tables 3 and 4) . Adjustments for multiple inferential tests were implemented using Bonferroni-Holm adjustment for each tool separately; the strictest adjustment was applied to the lowest p-value followed by more liberal steps of adjustment for the remaining comparisons in an ascending order of p-values. The initial level of correction was equal to the conventional Bonferroni adjustment, i.e., the conventional type I error probability of 5% (p = 0.05) divided by the number of subscales obtained from the corresponding tool in each subgroup. Critical p-values for subsequent steps were obtained by dividing 5% by the number of remaining comparisons for each PRO. The descriptive data are presented as the mean ± standard deviation if not otherwise stated.
Results
Anxiety and depressive symptoms
In the CKD/pre-KT subgroup, 23.0% of the patients exhibited increased HADS-D scores and 21.6% of the patients exhibited increased HADS-A scores (i.e., subscale scores of 8), whereas in the CKD-T subgroup, elevated levels were found in 13.4% (HADS-D) and 25.0% (HADS-A) of the patients, respectively. However, a comparison of the frequency of increased depression and anxiety scores between the CKD/pre-KT and CKD-T patients did not indicate any differences in view of depressive symptoms (χ The prevalence rates for depressive and anxiety symptoms were not significantly different within the subgroups of the CKD-T patients (χ 2 Depression (2) = 0.06, p = 1.00; χ 2 Anxiety (2) = 1.83, p = 0.42) when considering the following of timeframes: 0-7 days after KT, 8-90 days after KT, and more than 91 days after KT.
Increased depressive symptoms were correlated with living alone in the CKD-T group (r pb = -0.28; p = 0.003), which also held true after adjustment for multiple testing. However, the effect size of this relation was small. No further relation was identified between anxiety and depressive symptom severity and sociodemographic characteristics (Table 3 ). According to the results obtained by the Spearman correlational analysis, the HADS scores for anxiety and depressive symptoms were significantly related to S-creatinine (r S(HADS-D) = -0.79, p = 0.033; r S (HADS-A) = -0.88, p = 0.008) in the CKD/pre-KT patients not on dialysis ( Table 4 ). The corresponding effect sizes of these coefficients were large. Thus, scores that indicated higher levels of anxiety and depressiveness appear to be accompanied by lower levels of S-creatinine prior to but not after transplantation.
Coping and resilience
Both subgroups of patients exhibited the same pattern of results in the evaluation of appropriate strategies to cope with the impact of their disease with active, problem-focused strategies considered most feasible (CKD/pre-KT: 3.42±0.80, CKD-T: 3.54±0.90) followed by diversion .70, CKD-T: 1.97±0.64) were considered least appropriate. However, even the strategies considered most appropriate received maximum average scores of only 3.5 on a scale with a maximum value of 5. Inferential comparisons of the FKV subscales indicated no differences after the adjustment for multiple testing. Religiousness and search for coherence exhibited an indication for higher values in the CKD-T subgroup, which did not remain significant after a Bonferroni-Holm adjustment (adjusted level of significance for the strongest FKV result: p 0.01). Spearman correlations for FKV coping strategies and sociodemographic characteristics indicated a number of tendencies with small effect sizes; however, the only significant finding had a medium effect size and indicated that the CKD/pre-KT patients had a more active, problem-focused point of view of coping with the challenges that result from the underlying disease with increased age (r S = 0.30, p = 0.01). With respect to the parameters of kidney function, we could not identify a significant relation with coping strategies after adjustment. However, an interesting pattern of results could be observed: Regarding the effect sizes of the coefficients in the CKD/pre-KT group, there were a number of medium (r = 0.3-0.49) to large (r 0.5) effects, which indicate relations of depressive coping, active coping and trivializing/ wishful thinking to S-creatinine, as well as, in part, to CRP ( 20) were not different between the two subgroups. In the CKD/pre-KT patients, medium correlation coefficients were identified between the acceptance subscale and the presence of a partner (r pb = 0.36, p = 0.002), as well as between the competence subscale and age (r S = 0.31, p = 0.009) and partnership status (r pb = 0.36, p = 0.002). Furthermore, higher values on the competence scale also appear to be related to a shorter duration of dialysis (r S = -0.3, p = 0.03); however, this finding did not remain significant after adjustment (adjusted level of significance for the strongest FKV result: p 0.025). Interestingly, higher values on both resilience scales also appear to be related to higher S-creatinine levels in the CKD/pre-KT patients without dialysis (r S(RS-A) = 0.74, p = 0.057; r S(RS-C) = 0.96, p<0.001), which also support the results observed for the HADS. Although the correlation coefficient for the acceptance scale failed to reach significance because of the small sample size for this calculation, it indicates a considerable effect with a coefficient that exceeds r = 0.5. Again, these results were identified only in CKD/pre-KT patients.
Health-related quality of life
In both subgroups, the SF-12 physical (CKD/pre-KT: 49.39±7.38, CKD-T: 43.89±5.27, normal control sample 49.60) and mental summary (CKD/pre-KT: 43.70±6.32, CKD-T: 45.94±7.33, normal control sample 52.30) scores indicated considerable impairment of HRQoL with mean scores below the center of the scale (i.e., a score of 50). In view of the physical HRQoL, the CKD/pre-KT patients were significantly different from the CKD-T subgroup on the PCS-12 (U = 405.00, z = -2.96, p = 0.003), which suggests the CKD/pre-KT patients felt mildly more comfortable, although on a low level. After adjustment, there were no significant relations between the HRQoL and the demographic characteristics or disease-related serum markers; however, there were medium effect coefficients, which suggest physical well-being is related to partnership status and duration of dialysis.
Discussion
The major aims of the PI-KT study were to compare the prevalence rates of depression and anxiety symptoms in CKD/pre-KT vs. CKD-T patients in a prospective cross-sectional study design and to further assess both groups regarding coping, resilience and HRQoL. Additionally, the relationships between mental symptoms and somatic parameters of organ-function were examined. These data help to provide information for the identification of risk groups during the course of kidney transplantation.
It is a surprising finding that both the CKD/pre-KT and CKD-T groups exhibit similar results with regard to the occurrence and average severity of depressive symptoms. The levels of depressive symptoms are higher than in other somatic disease groups and therefore note both CKD/pre-KT and KT patients as an outstanding risk group for psychiatric comorbidities [23] [24] [25] . In CKD/pre-KT and CKD-T, the previously reported rates of depression vary but indicate a lower prevalence of psychiatric symptoms in transplanted individuals [5, 9, 63] . The present results suggest that CKD patients represent a stable risk group for mental impairments even after KT. These findings also emphasize the need for a continuous psychiatric supervision of CKD-T individuals.
According to our findings, the occurrence of anxiety also did not differ between the CKD/ pre-KT and CKD-T patients. These results are in contrast to former findings that indicated lower rates of anxiety after KT [63, 64] . The question arises as to whether these findings are specific for CKD-T patients because of the fear of losing the graft or the anxiety induced by medical treatment, in particular immunosuppression after KT [63, 65, 66] . Because anxiety is cross-linked to depressive diseases and a risk factor for other mental and somatic diseases, it is advisable to use (short) anxiety assessments more often within the treatment of KT.
It may be expected that the prevalence rates of depression and anxiety are most pronounced immediately after KT. The tests for potential dependency of depressive/anxiety symptoms over time in the CKD-T group yielded no significant differences between the subgroups at the different time intervals after transplantation (0-7, 8-90, >90 days after KT). Increased and constant prevalence scores for depressiveness/anxiety over time CKD-T are remarkable because depression is a strong predictor of diminished outcomes after KT [10, 13] . In that context the limitation of analyzing two different patient groups via a cross-sectional design before and after KT has to be mentioned. It is also a limitation of our study only having analyzed a group of cadaveric-transplanted individuals. Accordingly, potentially significant differences in cadaveric vs. living donor kidney-transplanted patients cannot be excluded.
Sociodemographic influences on depressive and anxiety symptoms could be identified only with regard to living alone in the CKD-T group, which is only partially consistent with previous examinations [5, 33, 34, 67] . Gender-specific factors could not be identified in our examinations. This finding appears to extenuate the importance of sociodemograhic influences on the course of depression and anxiety in CKD.
Regarding coping structures and sociodemographic characteristics, only a higher age appears to be moderately related to a more active, problem-focused coping style after correction for multiple testing. This finding may be explained by older patients who have the possibility to choose from a larger variety of solutions to challenges they have faced. Initially, the mental reaction of getting an organ does not appear to substantially influence coping or HRQoL/resilience structures. Coping styles and resilience structures may change later within the course of KT because personality-associated and stable intrapsychic factors are responsible for these findings [57, 58] .
These findings support future studies that compare patients with longtime grafts with freshly transplanted individuals, including specific personality-associated and structured interviews (e.g., SKID-I and SKID-II) to differentiate between stable and fluid or personality-associated factors. This approach would also include physician-based ratings instead of only selfratings, such as in this study.
It is remarkable that after the correction for intrapsychic factors, age-dependent sickness behavior persists. Thus, a higher age is correlated with competence structures, and a higher age in combination with partnership is associated with both competence and acceptance of the disease in CKD/-pre-KT. Therefore, these factors act similar to protective factors for mental impairments in CKD/pre-KT. A limitation of our examination is that potential therapy-related symptoms and side effects of medication, such as sleep disturbances or fatigue, may also have an impact on the HRQoL and depression trajectories evaluated in this data analysis.
Lower S-creatinine levels appear to be accompanied by higher anxiety and depressiveness in patients prior to but not after KT. Remarkably, this effect is still maintained and even more pronounced with respect to anxiety when patients on dialysis are excluded; however, the resulting sample size is small in this context. An explanation for this finding could be found in the process of accepting the diagnosis with CKD and facing the challenges that result from diseaserelated impairments. Thus, this subgroup of patients may still exhibit good kidney functioning in view of S-creatinine levels, whereas this new situation is a challenge they still need to cope with, which could in turn increase the HADS-scores [3, 9, 68] .
However, it is remarkable that regarding the effect sizes in the CKD/pre-KT subgroup, there are a number of medium (r = 0.3-0.49) to large (r 0.5) effects, which indicates relations among depressive coping, active coping and trivializing/wishful thinking and S-creatinine, as well as partly CRP (Table 3 ). This pattern was not identified in the KT patients, even though several KT patients had increased S-creatinine or CRP levels. Therefore, increased S-creatinine may be a risk factor for mental disturbances in CKD/pre-KT.
Conclusions
Taken together, the present study indicates that prevalence of depressiveness/anxiety, resilience/coping structures and HRQoL remain surprisingly constant in patients before and after kidney transplantation. Therefore, the burden of KT itself does not appear to be the main risk factor for the development of mental impairments CKD-T. To better identify potentially causative constant factors that are somatic and related to the underlying disease or psychosocial in nature, further longitudinal studies are necessary.
